INVENTORY OF SUPPLEMENTARL INFORMATION SUPPLEMENTAL DATA
 Table S1, 
SUPPLEMENTAL EXPERIMENTAL PROCEDURES

Mouse models
Plasma samples from mouse models were obtained from tumor-bearing mice and control littermates. The tetracycline-inducible EGFR L858R and Kras
G12D
lung adenocarcinoma mouse models were previously described (Fisher et al., 2001; Politi et al., 2006) . Plasma was collected after 5-6 months of induction with doxycycline for the Kras (Meuwissen et al., 2003; Schaffer et al., 2010) . Plasma was collected from tumor bearing mice aged for 6-9 months following AdCre infection to induce tumors, and from control mice that were either not infected or AdGFP-infected. Plasma proteome data from these mouse models were compared with data collected from other models that were obtained under an identical plasma profiling protocol (Faca et al., 2006; Faca et al., 2007) cancer, heterozygous Apc Δ580 mice on the C57bl/6 (B6) background were mated with wild-type B6 mice. Plasma was obtained from 10 tumor-bearing heterozygous Apc Δ580 mice at 10 to 12 weeks of age and 10 age-matched and sex-matched controls (Hung et al., 2009 we used a collagen induced arthritis mouse model (Trentham et al., 1977) . Bovine collagen type II (CII) (BD Biosciences, San Jose, CA) was emulsified with complete Freund's adjuvant (Pierce, Rockford, IL) at a final concentration of 4 mg/ml and a total of 0.1 ml was injected intradermally near the base of the tail. This results in the development of chronic arthritis in the hind paws within 14-21 days. Mice were monitored every 2-3 days for the development and 9 progression of arthritis and plasma collected upon development of swollen hind paws at 4
weeks. For IL-6 treatment, male mice were injected with 10 μg of IL-6 in PBS per day for 3 days, and sacrificed 24 hours after last injection. For all mice, whole blood was collected by cardiac puncture, using a 1 cm 3 syringe and a 23G needle, and placed in a K 3 EDTA tube to plasma extraction at room temperature and freezing of plasma aliquots.
Mouse plasma sample preparation
For each mouse model an independent pool of case and control plasma was created.
Pools of case and control plasma were formed by combining aliquots of plasma from 4-10 mice (Table S1 ). Each pool of mouse plasma was subjected to immunodepletion whereby the three most abundant proteins (albumin, IgG, and transferrin) were removed using a MARS-3 column (4.6 x 100 mm, Agilent). The immunodepleted samples were then concentrated using 
Mass spectrometry and statistical data analysis for mouse plasma samples
The combined isotopically labeled plasma samples were separated in the first dimension by anion exchange chromatography. Fractions from each of the anion-exchange separation elution steps were loaded onto a reversed-phase column for the second dimension of separation. Lyophilized aliquots from the reversed-phase fractionation step were digested with trypsin. Individual fractions were resuspended in 50mM ammonium bicarbonate and 4% Mass spectrometry data were automatically processed by the Computational Proteomics Analysis System (CPAS) (Rauch et al., 2006) pipeline using the X!Tandem search algorithm (Craig and Beavis, 2004) configured with the comet score module plug-in (MacLean et al., 2006) . The tandem mass spectra were searched against mouse IPI databases (v3.13, v3.29, and v3.48) (Kersey et al., 2004 ) depending on its availability at the time of the search.
PeptideProphet (Keller et al., 2002) and ProteinProphet (Nesvizhskii et al., 2003) were used for validation of search results and protein inference. For protein identifications, all identifications with a PeptideProphet probability greater than 0.2 were submitted to Protein Prophet, and subsequent protein identifications were filtered at a minimum 5% error rate. Protein quantitation was computed by the Q3 quantitation tool (Faca et al., 2006; Faca et al., 2008a) using peptides achieving PeptideProphet probability of a minimum 0.75 and fractional delta mass not exceeding 20ppm.
Cell culture and mass spectrometry analysis for cell line samples
Cell culture and collection of whole cell extracts, conditioned media and cell surface proteins were performed as previously described (Faca et al., 2008b) . Briefly, all cell lines were grown in RPMI1640 (Pierce) containing 10% of dialyzed FBS (Invitrogen), 1%
penicillin/streptomycin cocktail and conditioned media, and cell surface proteins were fractionated by reversed-phase chromatography, using respectively 2mg, 1 mg and 0.5 mg of total protein. Cell extracts were reduced and alkylated with iodoacetamide prior to chromatography. Separation was performed in a POROS R1/10 column (Applied Biosystems-4.6×100 mm) at 2.1 ml/min using a linear gradient of 10 to 80% of organic solvent over 30 minutes run. The solvent used was: aqueous solvent-5% acentonitrile/95% water/0.1% of trifluoracetic acid; organic solvent-75% acetonitrile/15% isopropanol/10% water/0.095% trifluoracetic acid. Fractions were collected at a rate of 3 fractions/minute. Protein digestion and identification by LC-MS/MS was performed as described previously (Faca et al., 2007; Faca et al., 2008b) . Briefly, each one of the reversed-phase fractions was individually digested in-solution with trypsin (400 ng/fraction), and grouped into 24 pools for each cell line and each compartment (i.e. soluble whole cell extract, conditioned media, and cell surface protein) based on chromatographic features. Pools were individually analyzed by LC-MS/MS in a LTQ-Orbitrap mass spectrometer (Thermo Scientific) coupled to a nanoflow chromatography system (Eksigent) using a 25 cm column (Picofrit 75 μm ID, New Objectives, packed in-house with MagicC18 resin) over a 90 minute linear gradient. Acquired mass spectrometry data were automatically processed by CPAS. The tandem mass spectra were searched against a composite database of IPI human (v3.57) and IPI bovine (v3.43). A fixed modification of 6.020129 mass units was added to lysine residues for database searching to account for incorporation of the heavy lysine isotope. To estimate the significance of peptide and protein matches, we applied the tools PeptideProphet and ProteinProphet. Initial peptides identification with a PeptideProphet probability of a minimum 0.05 and not shared between human and bovine were selected and submitted to ProteinProphet.
The latter infers a minimal set of proteins that explain the peptide evidence, assigning a probability to each protein based on the combined peptide probabilities. The derived protein identifications were filtered at a maximum 5% error. The total number of spectral counts for each protein group output by ProteinProphet was used for the semi-quantitative analysis. Each dataset was normalized to the total number of spectral counts of the each compartment. The spectral counting method (Liu et al., 2004 ) was used to estimate protein enrichment in conditioned media. Enrichment in conditioned media was calculated as follows (Faca et al., 2008b) : [(C x p / Nf) + 1] / (C te p + 1). C x represents spectral counts of each protein (p) in the conditioned media; Nf is the normalization factor (total spectral counts in the conditioned media/ total spectral counts in the whole cell extract); Cte is the spectral counts for the same protein (p) observed in the whole cell extract.
RT-PCR
For RT-PCR of CD44 and GAPDH, RNA was isolated from 21 lung adenocarcinoma cell lines using the RNeasy Mini Kit according to the manufacturer's protocol. cDNA was generated (Invitrogen) and protein using RIPA buffer for microarray expression and western blotting, respectively. RNA from TITF1 knockdown and control experiments was profiled by the
